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Amendments to the claims 

1 (As issued) A library of DNA sequences, each sequence encoding a zinc 
finger polypeptide for display, the zinc finger polypeptide comprising at lea* one zinc 
finger having panially randomised allocation of amino acids, the panially nuutonuscd 
zinc finger having a random allocation of amino acids at positions -I, i*. -3 and +6 and 
at least one of positions +1, *S or «. position +1 being the first amino add m the a- 
helix ofthe2inc finger. 

2 (As Issued) A library according to claim I, wherein the partially randomised 
zinc finger has random allocation of amino acids at each of positions -H. +5 and + 8. 

3 (Amended) A library according to claim I , wherein the encoded partially 
randomised zinc finger comprises [the] a zinc finger of the Zif 268 polypeptide. 

4. (As issued) A library according to claim 1 as a fusion with a DNA sequence 
encoding the minor coat protein of bacteriophage X. 

5. (Aslssued) Ametbodofdesignmgazi^^ 
narticular target DNA sequence, comprising the steps of: 

comparingmebindingtooneo^^ 
finger polypeptides having a partially randomized zinc finger, me zinc finger 
polypeptides being encoded by a library in accordance with claimi;and 

selecting those nucleic acid sequences encoding randomised zinc fingers which 
bind to the target DNA sequence. 

6. (Aslssued) A method of designing a zinc finger polypeptide for binding to a 
particulartargetDNAsequence,comprisingthestepsof: 

screening against at least a portion of the target DNA sequence, a pi urahty of zinc 
finger polypeptides having a partially randomised zinc finger, the portion of the target 

Page 2 of 12 



JUN-17-04 15:39 FROM-SANGAMQ BIOSCIENCES 1 100 +510-236-8951 Ml 4 P. 04/13 F- 

PATENT 
USSN 10/033,129 
Docket No. 8325-20013U 

DNA sequence being sufficient to allow binding of some of the zinc finger polypeptides, 
the plurality of zinc finger polypeptides being encoded by a library in accordance with 
claim 1; 

comparing the binding to one or more DNA triplets of each of said plurality of 
zinc finger polypeptides having a partially randomised zinc finger positioned between 
two or more zinc fingers having defined amino acid sequence; and 

selecting those nucleic acid sequences encoding randomised zinc fingers which 
bind to the target DNA sequence. 

7. (As Issued) A method of designing a zinc finger polypeptide for binding to a 
particular target DNA sequence, the method comprising the steps of: 

screening against at least a portion of the target DNA sequence, zinc finger 
polypeptides having a partially randomised zinc finger, the portion of the target DNA 
sequence being sufficient to allow binding of some of the zinc finger polypeptides, the 
zinc finger polypeptides being encoded by a library in accordance with claim i ; 

comparing the binding to one or more DNA triplets of each of said zinc finger 
polypeptides having a partially randomised zinc finger; 

selecting certain of the screened randomised zinc fingers for analysis of binding 
characteristics; and 

combining those sequences encoding desired zinc fingers to form a sequence 
encoding a single zinc finger polypeptide. 

8. (As issued) A method for producing a zinc finger polypeptide for binding to a 
particular target DNA sequence, comprising the steps of: 

screening against at least a portion of the target DNA sequence, zinc finger 
polypeptides having a partially randomised zinc finger, the portion of the target DNA 
sequence being sufficient to allow binding of some of the zinc finger polypeptides, the 
zinc finger polypeptides being coded by a library in accordance with claim I; 

selecting those nucleic acid sequences encoding randomised *me fingers which 
bind to the target DNA sequence; and 
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expressing the selected nucleic acid sequences to produce zinc finger polypeptides 
which bind to the target DNA sequence. 



9. (As Issued) A library according to claim 1, wherein the zinc finger 
polypeptide is displayed on a viral particle. 

10. (As Issued) A library according to claim 1. wherein the partially randomised 
zinc finger is positioned between two or more zinc fingers, 

11. (As Issued) A method of designing a zinc finger polypeptide for binding to a 
particular target DNA sequence, comprising the steps of: 

screening against ax least a portion of the target DNA sequence, zinc finger 
polypeptides having a partially randomised zinc finger, the portion of the target DNA 
sequence being sufficient to allow binding of some of the zinc finger polypeptides, the 
zinc finger polypeptides being encoded by a library in accordance with claim I ; and 

selecting those nucleic acid sequences encoding randomised zinc fingers which 
bind to the target DNA sequence. 

12. (As Issued) A method according to claim 1 1 , wherein two or more rounds of 
screening are pertbrmed. 

13. (As Issued) A method of designing a zinc finger polypeptide for binding to a 
particular target DNA sequence, wherein sequences encoding individual zinc fingers 
selected by the method of claim 1 1 are randomly combined in the appropriate order to 
encode zinc finger polypeptides, the zinc finger polypeptides being screened against the 
target sequence, that combination of zinc finger sequences encoding a ztnc finger 
polypeptide which binds to the target DNA sequence. 

14. (As Issued) A method of modifying a nucleic acid sequence of interest 
present in a sample mixture by binding thereto a zinc finger polypeptide, wherein the zinc 
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finger polypeptide is designed in accordance with claim 11 > comprising contacting the 
sample mixture with a zinc finger polypeptide having affinity for at least a portion of the 
sequence of interest, so as to allow the 2inc finger polypeptide to bind specifically to the 
sequence of interest. 

15. (As Issued) A method according to claim 14, further comprising the step of 
separating the 2inc finger polypeptide and the sequence of interest specifically bound 
thereto, from the rest of the sample. 

16. (As Issued) A method according to claim 14, wherein the zinc finger 
polypeptide is bound to a solid phase support. 

17. (As Issued) A method according to claim 14, wherein the presence of the 
zinc finger polypeptide bound to the sequence of interest is detected by the addition of 
one or more detection reagents. 

18. (As Issued) A method according to claim 14, wherein the DNA sequence of 
interest is present in an acrylamide or agarose gel matrix, or is present on the surface of a 
membrane. 

19-22. (Cancelled) 

23. (Amended) A kit for making a zinc finger polypeptide for binding to a 
nucleic acid sequence of interest, comprising: a library of DNA sequences according to 
claim 1 encoding zinc finger polypeptides [into] in a vector; a vector molecule that 
accepts one or more sequences from the library; and instructions for use. 

24. (As Issued) A kit according to claim 23, wherein the vector directs the 
expression of the cloned sequences as a single zinc finger polypeptide. 
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25. (As Issued) A kit according to claim 23, wherein the vector directs the 
expression of the cloned sequences as a single zinc finger polypeptide displayed on the 
surface of a viral particle. 

26. (As Issued) A kit for making a zinc finger polypeptide for binding to a 
nucleic acid sequence of interest, comprising: a library of DNA sequences in accordance 
with claim 1; and instructions for use. 

27. (As Issued) A kit according to claim 26, further comprising a DNA library 
consisting of 64 sequences, each sequence comprising a different one of the 64 possible 
permutations of a DNA triplet, the library being arranged in twelve sub-libraries, wherein 
for any one sub-library one base in the triplet is defined and the other two bases are 
randomized. 

28. (As Issued) A kit according to claim 27 further comprising appropriate 
buffer solutions and/or reagents for detection of bound zinc fingers. 

29. (As Issued) A kit according to claim 28 fiirther comprising a vector suitable 
for accepting one or more sequences selected from the library of DNA sequences 
encoding zinc fingers. 

30. (As Issued) A library of DNA sequences, each sequence encoding a 2inc 
finger polypeptide for display, the zinc finger polypeptide comprising at least one zinc 
finger having partially randomised allocation of amino acids, the partially randomised 
zinc finger having a random allocation of amino acids at positions -1, +1, +2, +3 and +6, 
position -i-l being the first amino acid in the .alpha.-helix of the zinc finger. 

31. (As Issued) A library according to claim 30, wherein the partially 
randomised 2inc finger further has a random allocation of amino acids at position +5. 



Page 6 of 12 



PAGE 7/13* RCVD AT 6rt7I2004 6:38:12 PM [Eastern Daylight Time] * SVR:USPTO-EFXRF-1/0 * DNIS:8729306 * CSID:+510 236 8951 * DURATION ^nm^s):03-34 



JBHM4 11:48 F ROM-SAN GAMO BIOSC.ENCES ««00 ^10-236-8951 T-9U P 08/13 F-333 

PATENT 
USSN 10/033,129 
Docket No. 8325-2001.30 

32. (Amended) A library according to claim 31, wherein die zinc finger 
polypeptide is displayed on a viral panicle.f.] 

33. (As Issued) A library according to claim 31 , wherein the partially 
randomised 2inc finger is positioned between two or more zinc fingers. 

34. (As Issued) A library according to claim 30, wherein the partially 
randomised zinc finger further has a random allocation of amino acids at position +8. 

35. (As Issued) A library according to claim 34, wherein the zinc finger 
polypeptide is displayed on a viral particle. 

36. (As Issued) A library according to claim 34, wherein the partially 
randomised zinc finger is positioned between two or more zinc fingers. 

37. (As Issued) A library of DNA sequences, each sequence encoding a zinc 
finger polypeptide for display, the zinc finger polypeptide comprising at least one zinc 
finger having partially randomised allocation of amino acids, the partially randomised 
zinc finger having a random allocation of amino acids at positions -1, +2, +3, +5 and +6, 
position +1 being the first ammo acid in the a- helix of the zinc finger. 

38. (As Issued) A library according to claim 37, wherein the partially 
randomised zinc finger further has a random allocation of amino acids at position +8- 

39. (As Issued) A library according to claim 38, wherein the zinc finger 
polypeptide is displayed on a vhal panicle. 

40. (As Issued) A library according to claims 38, wherein the partially 
randomised zinc finger is positioned between two or more zinc fingers. 
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41. (As Issued) a library ofDMA sequences, each sequence encoding a zinc 
finger polypeptide for display, the zinc finger polypeptide comprising at least one zinc 
finger having partially randomised allocation of amino acids, the partially randomised 
2inc finger having a random allocation of amino acids at positions -1 7 +2, -r3, +6 and +8, 
position +1 being the first amino acid in the .alpha.-helix of the zinc finger. 



42-103. (Cancelled) 

104 Ttie mMhodof cla im 14. wherein rh* "ucleic acid sequence of interest 
compriges « first eoJL y^ugJgotidg «« tti v rtv Hnkefl to a second polynucleotide that is 
hg^gjo goug to the first polynucleo tide the method fimper comprising the step of: 

contacting the ^mplg mixture with a third pnlvnucleotide encoding the zinc, 
fin^m- polypeptide. 

"h^r"'" bjndja g " f ' h * A ™ fi "^ r tK^P tide to a tqr^t sir* in the seq uence ot 
interest mod" l«cs expression of ihe sequence of interest. 

j Th* method of cl«im 1 04. where *" thg taroet site is in the first 
pol ynucleotide. 

106 tv,. method of claim 104, "herein the Tarret site is m the second 
polynucleotide. 

} m jh, r^thnrt nf cla iTn 104. wherein the target si te spa ns the j unction of the 
fir<rt and second polyn u c leotides. 

m - T-v ^ ^h^nfclai rn l t H wherein th^ senu^ice of imerest encodes a 

protein 

ino Th^thodofclai r"^ wh^ein the senuence of interest is preseni j n jL 
chromosome. 



Page 8 of 12 



PAGE 9/13 * RCVD AT W17/2004 6:38:12 PM [Eastern DayligWTimer SVR:USPTO€FXRF-1/0 * DNIS:8729306* CSID:+510 236 W51 * DURATION (mm^s):03.34 



H7-04 15:40 FROtt-SANGAMO BIOSCIENCES HI 00 



+510-236-8051 



T-914 P 10/13 F-333 



PATENT 
USSN 10/033,129 
Docket No. 8325-2001.30 



11ft jhemethoAolgla^ lO ^grea the senile of interest is 
ftKtrachro mosonial. 

plasmic^ 

1 12 Th. mgdiod rf-Mm ill. wbereijQ hjj^T PH flmhfr com prises a reports 

gene. 

1 a m mnM pg^ni in. wherein the plasmid istgBf^^ 
The cell. 

iid I hej^ho i L^ 
rVwomosoi™* Translocation- 

^ Thejnejhp Aof ^ ffllB 1 ateifl ^ «0H«"* ofinmmt comprises a 
pmnt muiation. 

11* The method 010 1^104, h ere in thr - ^ mn fi W«B^ 
j^Tnlflrnr y sequence^ 
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expression of the sequengeofj 

l^ThejneAoAo^^ 
eggejsioj QfM sequent nf * teres ^ 

U g vJhejagfll ^ ^ 101 Sto ffl TPr Tinr finger polypeptide farth ja 
^■^pp^ a ntnctjona] domain. 
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I ?fl Th* method of claim 1 1 9. w h ^m the functional domaincomprises an 
activation domain. 

i ll . The method of claim 120. wher ein th e activati on domain is VP1 6. 

1 r> The method o f claim 1 19 wherein die functional domain comprises a 
repression domain. 

i tr The method of claim 1 1 9. wher ein the fanctiortfll domain comprises a 
nuclear lo calization signal. 

m Tt |t» gtgjhoj pj claim 1?3 . wherein the fflt s legr locajbarifiD signal is from the 
1 a r P eTantiaenofSV40. 

i« The method of claim LL& ™ h ^ n ™ e fragM team comprises an 

epitope 



1 *>* Thft method - Hfti" 1 wWin the SWUetWC Of M 1? * a 



cell. 



12X The method of claim 127 , wherein the cell it a mammalian cell. 
OS The met^d of claim 17K wherein tt" > crfl k a human cell 
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